Abstract
Introduction
The inflammatory bowel diseases (IBD) ulcerative colitis (UC) and Crohn's Disease (CD) are disorders of uncertain origin. In both UC and CD, an exaggerated immune response to unknown antigens is evident [1] and a number of cytokines with pro-inflammatory effects have been described, notably IFN-ƴ and IL-17/IL-22 in Crohn's disease, IL-13, TNF-α, IL-1β, IL-6 and TL1A in ulcerative colitis. [2, 3] The inflammatory response in IBD bears a number of similarities to that seen in rheumatoid arthritis, where TNF-α, IL-1 and IL-6 are prominent factors in synovial inflammation. [4] In both diseases, cytokine and acute phase protein levels are elevated, angiogenesis is up-regulated and endothelial dysfunction can be demonstrated [4, 5, 6] These similarities also exist with other diseases with an underlying inflammatory basis, such as psoriasis [7] and diabetic nephropathy. [8] There is a well-described association between rheumatoid arthritis (RA) and increased cardiovascular mortality, mainly as a result of ischaemic heart disease (IHD). [9, 10] Atherosclerosis is increasingly recognized as a chronic inflammatory disorder, with evidence for endothelial dysfunction, and angiogenesis. More recently a causal relationship between IL-6R related pathways and coronary heart disease has been established. [11] There are sufficient shared characteristics to the inflammatory responses seen in IBD and RA to hypothesise that the recognized association between RA and IHD might also exist for IBD and IHD. Previous cohort studies have examined the risk of IHD in patients with IBD and have variously found no effect, [12] or a slight increased risk [13] . A large Danish cohort study [13] found a high risk of IHD diagnosis in the first year after IBD diagnosis, followed by a small but statistically significant increased risk in subsequent years, a risk which decreased among users of 5-aminosalicylic acid (5-ASA) preparations. In this study we investigated both the strength and direction of association between IBD and IHD (including its sub-entities myocardial infarction (MI) and angina) in a large British cohort.
Methods

Study Population
The study population for this retrospective cohort study consisted of around 2.1 million male and female patients with an active registration at practices contributing to the General Practice Research Database (GPRD, now accessed via the Clinical Practice Research Datalink, http:// www.cprd.com/home/) between 1987 and 2009. For each subject with IBD, a further 4 subjects were identified and matched for age and sex but without IBD. All cohort members were followed from the start date (i.e. the date their GPRD record began) until the earliest occurrence of one of the following endpoints: recorded code of IHD, death, date of exit from GPRD registered GP practice, or end of study period (31.12.2009). Patients with less than (1) 2 years upto-standard enrolment with the GP or (2) 1 year of computerized prescription history or (3) no health contacts during their complete period of follow-up were excluded from the cohort.
Patients whose date of death or date of transfer out of a GPRD-registered practice preceded date of IBD diagnosis were excluded from the cohort. Patients <15 years of age at entry were excluded.
Disease definitions
We identified all male and female patients with a first diagnosis of IBD who met the following criteria: a first record of ulcerative colitis (UC), or Crohn's Disease (CD), or inflammatory bowel disease (not otherwise specified) (IBD (nos)) recorded on the database since 1987; patients with ICD-10 Read Codes (K50-K51) records of both UC and IBD were coded as UC; CD plus IBD were coded as CD; individual records which included both UC and CD were included only in analyses of IBD (nos). Prevalent IBD cases on 01.01.1987 were excluded. The index date was defined as the date of first recording of IBD. Lifetime IBD severity was determined using an algorithm based on IBD drug-use (5-ASAs, corticosteroids, and immunosuppressants) and surgical intervention (colectomy/stomata) developed by team members with clinical and research expertise in IBD.
Age, sex and practice matched controls were allocated the same index date as their matched case. Because IHD has not been subjected to the same specific validation studies as IBD, our operational definition was developed using advice from clinicians with special interest in cardiovascular disease to include the following: Read Codes for IHD (to include myocarditis; myocardial infarction; acute coronary syndrome; angina; confirmation by exercise treadmill or referral to cardiologist; current prescriptions for glyceryl trinitrate; isosorbide mononitrate; isosorbide dinitrate; nicorandil; ivabradine) Coronary Heart Disease (CHD) was considered for the purpose of this study to be synonymous with IHD and Read Codes for coronary heart disease (including coronary artery disease) were included.
Ethics Statement
Data was accessed within limits set out by the Medical Research Council licence agreement for academic access with Medical Research Ethics Committee ethical approval. The proposal was approved by the Independent Scientific Advisory Committee of the GPRD (protocol number 10_003).
Analysis
Descriptive analysis of baseline characteristics and exploration of the direction of association between IBD and IHD was conducted using the whole cohort of patients aged over 15 years (COHORT A: n = 94,898). Subsequent analysis of the a priori hypothesis, that IHD followed IBD, was conducted on a subset which included cases of IHD following IBD and their associated matched controls (COHORT B: n = 77540).
The relative risks of ischaemic heart disease (IHD) and its sub-entities myocardial infarction (MI) and angina), as well as CHD were estimated as hazard ratios (HRs) for patients with IBD compared to non-IBD patients, using Cox proportional hazard models. Models were subsequently adjusted for age, gender, socio-economic status (using general practice postcode as a proxy), comorbidity and concomitant drug use, IBD disease severity, and smoking status. We carried out both forward and backward stepwise covariate selection within the cox proportional hazard model. All covariates were initially included with entry testing based on the significance of the score statistic, and removal testing based on the probability of a likelihoodratio statistic based on conditional parameter estimates. Models were tested for interactions between fitted variables. Precision of estimates is reported using 95% confidence intervals.
Data management was performed using Stata 10IC. Cox regression proportional hazard computations and Kaplan-Meier survival analysis were conducted using SPSS 21.
Results
Baseline cohort characteristics
Data were examined from electronic primary care records from 221 general practices across the UK from patients with a first diagnosis of IBD recorded from 1st January 1987 to 31st December 2009 (Fig 1) . Following exclusions, data from COHORT A (patients with IBD and matched controls aged over 15 years) was analysed to understand baseline characteristics and exploration of the direction of association between IBD and IHD (COHORT A: n = 94898, Tables 1 and 2). A subset of patients with IHD following IBD and their associated matched controls (COHORT B: n = 77540) was analysed to examine baseline characteristics and the strength of association between IBD and IHD (Tables 3-5). The mean follow up period was 6.8 years (SD 5.9). All-cause mortality during follow-up was 6353 (6.7%).
Temporal relationship between IBD and IHD (COHORT A)
Of 19163 IBD cases, a total of 2220 (11.6%) had an IHD diagnosis ever, compared with 6504 (8.6%) of those without IBD. Of these IHD diagnoses, 4494 (51.5%) occurred prior to IBD diagnosis (1404 (63.2%) of IBD cases and 3090 (47.5%) of controls) (Fig 2) . According to IBD type, of 12,397 cases of Ulcerative Colitis, 1557 (12.6%) had an IHD diagnosis ever, and of these, 980 (62.9%) occurred prior to IBD diagnosis; while of 4620 cases of Crohn's Disease, 445 (9.6%) had an IHD diagnosis ever, of which 284 (63.8%) occurred prior to IBD diagnosis (S1-S7 Figs). Similar temporal trends were seen in angina, MI and CHD. Sub-group analysis of IHD cases diagnosed during or after the year 2004 also showed similar temporal trends. An increased incidence of IHD, angina, MI, and CHD diagnoses was seen in the first year after IBD diagnosis (S1-S6 Figs) but the mean age of IHD diagnosis comparing IBD cases with non IBD cases was not statistically different apart from those with Ulcerative Colitis (UC) who were slightly younger at diagnosis of angina and coronary heart disease ( Table 2; S7 Fig) . Of those developing IHD following an IBD diagnosis, patients with UC were at higher risk of a diagnosis of IHD (unadjusted HR 1.3, 95% CI 1.1-1.5, p<0.001) or MI (unadjusted HR 1.4, 95% CI 1.1-1.6, p = 0.004). Adjustment for a range of factors including age and gender showed interaction between variables; models did not reach statistical significance and thus are not reported here.
Subset characteristics (COHORT B: IBD preceding IHD)
A total of 17358 patients were excluded from subgroup analysis where IHD preceded IBD or, for controls, the matched IBD date (associated cases/controls were also excluded in order to protect matching of the resulting subset) (Fig 1) . Subset characteristics (n = 77540) were comparable to those of the whole cohort (Table 3) . Overall, the incidence of IHD following IBD diagnosis (or matched control date) was similar to those without IBD (3.8% vs 3.9% p = 0.001). The incidence of IHD following IBD diagnosis (or matched control) was slightly higher in those with Ulcerative Colitis and lower in those with Crohn's disease compared with patients without IBD (4.4% vs 3.0% vs 3.8%, p = 0.042). This trend was also seen in angina, MI and CHD (Table 4) . In unadjusted analysis, Ulcerative Colitis was associated with a small but statistically significant increased risk of IHD, and MI (HR 1.3, 95% CI 1.1-1.5, p<0.001; HR 1.4, 95% CI 1.1-1.6, p = 0.004 respectively) ( Table 5 ). Use of 5ASAs did not alter this risk but users of corticosteroids were at significantly greater risk of IHD and its subtypes. Table 2 . Mean age at diagnosis of ischaemic heart disease comparing patients with and without IBD (COHORT A)*.
Mean age at diagnosis of heart disease (SD, 95% CI 1 , p) In order to examine the subset in a way that was consistent with previous research, [13] the incidence rate ratios (IRR) for IHD were calculated (Table 6) , comparing COHORT B, the partitioned subset, (i.e. IHD>IBD) with COHORT A (i.e. IHD event ever). The IRR for COHORT A was 2.1 in the first year of IBD diagnosis, with an overall IRR of 1.8. In the partitioned subset (COHORT B), the IRR in the first year of IBD diagnosis was lower (1.26) and similarly low overall IRR (1.22).
Discussion
This is the first study to fully examine both the strength and direction of association between development of ischaemic heart disease (IHD) and IBD. An increased incidence of IHD, angina, MI, and CHD diagnoses was seen in the first year after IBD diagnosis but the mean age of diagnosis comparing IBD cases with non IBD cases was not statistically different, apart from those with Ulcerative Colitis (UC) who were slightly younger at diagnosis of angina and coronary heart disease. Of those developing IHD following an IBD diagnosis, patients with UC were at slightly higher risk of a diagnosis of IHD or MI although results were not significant after adjustment for the role of covariates. Most notably, we found that although overall prevalence of IHD was higher in those with IBD, in the majority of cases the diagnosis of IHD actually predated that of IBD. 30.2% of patients had missing data during follow-up (index date to IHD date or end of follow-up). 3 14.2% of patients had missing data during follow-up (BMI record nearest to IHD date (+-12 months)). 4 Index of Multiple Deprivation (IMD) based on practice post-code. Quintile 0 is the least deprived, quintile 4 most deprived. 5 Charlson index [17] is a validated index of comorbidity taking into account both the number and severity of comorbidities. 0 is no comorbidities. 6 or more is a very high score indicating a high number of cormorbidities and/or severe comorbidities. For example AIDS and metastatic tumour each score 6. 6 Colectomy during follow-up (index date to IHD date or end of follow-up). This is the largest British cohort study to examine this issue. It used the General Practice Research Database which is an appropriate and reliable resource for IBD research, having been used for at least 19 studies published in peer-reviewed journals since 2000. The diagnostic reliability of IBD diagnosis and the year of IBD diagnosis in the GPRD has been confirmed in a recent validation study. [14] Other GPRD validation studies have confirmed reliable recording of cardiovascular disease and other disease groups. [15, 16] The risk of selection bias in this study was low given that GPRD data is collected from a wide cross-section of general practices from across the UK. The prevalence of CD is slightly lower compared to UC than would be expected in a UK population [17] . However, the cohort was a random selection taken from 2 million records and the difference is unlikely to reflect systematic sampling bias. We were careful to exclude from our analysis patients with chronic kidney disease and diabetes mellitus, since both are associated with raised inflammatory markers and could have confounded our results.
As others have highlighted [13] , there is a risk of ascertainment bias because IBD patients may have more frequent contact with health care professionals and are therefore monitored more closely, potentially raising the chance of earlier detection of IHD in this group. The fact that patients with UC were at slightly higher risk of IHD and MI could potentially be a selection effect on a conditioned group or simply an artefact of multiple hypotheses in this hypothesis generating study. We sought to overcome this by designing the study to examine the direction of association and clearly delineating prevalent and incident IHD cases. In addition, we allowed adjustment for the effect of comorbidities in both cases and controls by using the Charlson index [18] as a composite measure of comorbidity within multiple analyses, all of which demonstrated no difference between groups. The temporal relationship between IBD and IHD may be weakened by differences with which the diagnosis of each is recorded in the GPRD. IHD is a diagnosis made in the majority of cases fairly soon after the onset of symptoms, because of an event requiring admission to hospital (MI, acute coronary syndrome). Nevertheless, among those with stable angina, nearly half have symptoms for 6 months or more before diagnosis. [19] For IBD the time to reach a diagnosis may be longer. A Swiss cohort study of 1591 patients with IBD estimated the median interval from first presentation to a GP to diagnosis as 4 months (IQR 0-18) for CD and 1 month (0-5) for UC. [20] Independent risk factors for delayed diagnosis included younger age (<40) in Crohn's disease and male sex in ulcerative colitis. [20] It is possible that IHD cases may have been missed or incorrectly coded within GPRD. Unrecorded diagnoses are increasingly unlikely within UK general practice due to policy and fiscal incentives to assess, monitor and treat cardiovascular disease, [21] although historical records pre-dating these incentives are more likely to have unrecorded IHD diagnoses. Sub-group analysis comparing diagnoses of IHD and its subtypes before and after these incentives (around the year 2004) demonstrate no differences either in temporal trends or in overall risk profiles, thus decreasing the likelihood of reporting bias. Incorrect sub-group coding of types of IHD is another possibility, partly as a result of lack of clinical consensus about definitional boundaries. For this reason, we conducted sub-group analysis on MI, angina and additional group analysis of cases coded as CHD and the fact that trends were entirely consistent with results for IHD goes some way to refuting the potential for this type of recording bias. Although GPRD prescribing and clinical data are robust and reliable, BMI and smoking data were incomplete due to the fact that, in the UK, many general practices do not routinely or systematically collect this data. Data on cholesterol levels were not requested. Thus the effect of these covariates on the association between IHD and IBD remains unknown. We were unable to reliably differentiate between remission and relapse phases, or to capture concomitant extraintestinal manifestations. These data would be recorded in secondary care but not routinely communicated to primary care in a way that would result in the event being routinely coded in the primary care record, and hence the GPRD dataset. The potential association between relapses and incidence of heart disease warrants further investigation. This is the first known study to examine the temporal relationship between IHD and IBD and we found that the majority of IHD cases predated IBD diagnosis. Previous research has predominantly focused attention on incident cases of IHD occurring at or after diagnosis of IBD. It is notable that the overall risk of prevalent (i.e. whole cohort) IHD was almost identical to a recent Danish study [13] at 2.1 IRR, but that when this was limited to truly incident cases post IBD, the risk reduced to 1.2 IRR. IBD is triggered by a complex interaction between environmental factors, genetic predisposition, and an exaggerated immune response. Our findings suggest that the temporal relationship between IBD and IHD is against the concept of the latter being a long term consequence of IBD-related inflammation, as previously proposed [13] . Instead, the association with IHD is more plausibly explained by common mechanisms in the inflammatory pathway, or even a reverse causality. Our findings suggest that the assessment of 
Conclusions
By identifying and quantifying both the strength and direction of association between IBD and IHD, this study provides important insights into the burden of IHD in the IBD population. This is relevant for basic scientists exploring the temporal causal pathway, and clinicians who should be aware of the risks of IHD in patients with IBD and vice versa.
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